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What Is Claimed Is: 



1 . An isolated hucleic acid molecule comprising a polynucleotide having a 
nucleotide sequence at least 95% identical to a sequence selected from the group 
consisting of: 

(a) a nucleotide seqdjence encoding the TNF-gamma polypeptide having the 
complete amino acid sequenc^ in SEQ ID NO:2 (i.e., positions -27 to 147 of SEQ ID 
NO:2); 

(b) a nucleotide sequence encoding the TNF-gamma polypeptide having the 
complete amino acid sequence in SEQ ID NO: 2 excepting the N-terminal methionine 
(i.e., positions -26 to 147 of SEQ ID NO:2); 

(c) a nucleotide sequence encoding the mature TNF-gamma polypeptide 
having the amino acid sequence i\ SEQ ID NO:2 shown as positions 1 to 147 of SEQ 
ID NO:2; 

(d) a nucleotide sequence tencodirlg the TNF-gamma polypeptide having the 
complete amino acid sequence\ qt^code^/ by the cDNA clone contained in ATCC 
Deposit No. 75927; 

(e) a nucleotide sequence! ei\coding / the TNF-gamma polypeptide having the 
complete amino acid sequence expecting the N-terminal methionine encoded by the 
cDNA clone contained in ATCC Deposit No. 75927; 

(f) a nucleotide sequence encoding the mature TNF-gamma polypeptide having 
the amino acid sequence encoded by thp cDNA clone contained in ATCC Deposit No. 
75927; and 

(g) a nucleotide sequence complementary to any of the nucleotide sequences in 
(a), (b), (c), (d), (e) or (f), above. 

2 . The nucleic acidYmolecule of clakq 1 w herein said polynucleotide has 
the complete nucleotide sequencain Figures 1A and IB (SEQ ID NO:l). 



3 . The nucleic acid mcJJeeule of claim 1 wherein said polynucleotide has 
the nucleotide sequence in Figures 1A and lEPTSEQ ID NO:l) encoding the 
TNF-gamma polypeptide having the Vmilrk^acid sequence in positions -27 to 147 of 
SEQ ID NO:2. 



4. The nucleic acid moleculV of clairnj^wfierein said polynucleotide has 
the nucleotide sequence in Figures 1A and IB (SEQ ID NO:l) encoding the mature 
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TNF-gamma polypeptide having the amino acid sequence from about 1 to about 147 
in SEQ ID NO:2. 



5 . An isolated nucleic acid molecule comprising a polynucleotide having a 
nucleotide sequence at Iqast 95% identical to a sequence selected from the group 
consisting of: 

(a) a nucleotide sequence encoding a polypeptide comprising the amino 
acid sequence of residues n\-147 of SEQ ID NO:2, where n 1 is an integer in the range 
of -27 to 35; 

(b) a nucleotide Sequence encoding a polypeptide comprising the amino 
acid sequence of residues -27^m 1 of SEQ ID NO:2, where m 1 is an integer in the range 
of 146 to 147; 

(c) a nucleotide seduence encoding a polypeptide having the amino acid 
sequence consisting of residuesW-m 1 of SEQ ID NO:2, where n and m are integers as 
defined respectively in (a) and (ft) above; and 

(d) a nucleotide sequence encoding a polypeptide consisting of a portion of 
the complete TNF-gamma aminoiacid sequence encoded by the cDNA clone contained 
in ATCC Deposit No. 75927 wherein said portion excludes from 1 to about 62 amino 
acids from the amino terminus of said complete amino acid sequence encoded by the 
cDNA clone contained in ATCC Deposit No. 75927; 

(e) a nucleotide sequence encoding a polypeptide consisting of a portion of the 
complete TNF-gamma amino acid sequence encoded by the cDNA clone contained in 
ATCC Deposit No. 75927 whereiri said portion excludes 1 amino acid from the 
carboxy terminus of said complete amino acid sequence encoded by the cDNA clone 
contained in ATCC Deposit No. 7592yfand 

(f) a nucleotide sequenc^encofling a polypeptide consisting of a portion of the 
complete TNF-gamma amino acid sequence ^ncoded by the cDNA clone contained in 
ATCC Deposit No. 75927 wnerein said cfortl^njnplude a combination of any of the 
amino terminal and carboxy tekninaljiqetions in (d) and (e), above. 



6. The nucleic acid moleculaof claim 1 wherein said polynucleotide has 
the complete nucleotide sequence of the cD(NA clone^contained in ATCC Deposit No. 
75927. 



7 . The nucleic acid molecule onclaim 1 wherein said polynucleotide has 
the nucleotide sequence encoding the TNF-gamma polypeptide having the complete 
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amino acid sequence excepting the N-terminal methionine encoded by the cDNA clone 
contained in ATCC Depdsit No. 75927. 

8 . The nucleic\acid molecule of claim 1 wherein said polynucleotide has 
the nucleotide sequence encoding the mature TNF^amma polypeptide having the 
amino acid sequence encode^ by the cDNA clone contained in ATCC Deposit No. 
75927. 

9 . An isolated nucleic acid molecule comprising a polynucleotide which 
hybridizes under stringent hybridization conditions to a polynucleotide having a 
nucleotide sequence identical toW nucleotide sequence in (a), (b), (c), (d), (e), (f) or <= V^/ 
(g) of claim 1 wherein said polynucleotide which hybridizes does not hybridize under 
stringent hybridization condition^ to a polynucleotide having a nucleotide sequence 
consisting of only A residues or of only T residues. 

10. An isolated nucleic \acid molecule comprising a polynucleotide which 
encodes the amino acid sequence bf an epitope-bearing portion of a TNF-gamma 
polypeptide having an amino acid sequence in (a), (b), (c), (d), (e) or (f) of claim_l^ 

11. The isolated nucleic kcid molecule of claim 10, which encodes an 
epitope-bearing portion of a TNF-gamma polypeptide wReretn the amino acid 
sequence of said portion is selected fifom the group of sequences in SEQ ID NO:2 
consisting of: about Thr-24 to about! Asn-32; about Ile-37 to about Ile-45; about 
Met-54 to about Arg-62; about Gln-&3 to about Asp-71; about Glu-57 to about 
Gly-65; about Val-80 to about Thr-88; \abou^Leu-l 16 to about Val-124; and about 
Asp- 133 to about Phe-141. 

12. A method for makings a rdcc^binapt vector comprising inserting an 
isolated nucleic acid molecule of claim 1 into ^vector. 



13. A recombinant vector produded by the method of claim 1 2. 

14. A method of making a recontoinant host cell comprising introducing 
the recombinant vector of claim 13 into a host cell. 

15. A recombinant host cell produced by the method of claim 14. 
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16. A recombinant method for producing a TNF-gamma polypeptide, 
comprising culturing th/retombinant host cell of claim 15 under conditions such that 
said polypeptide is express^ and recovering said polypeptide. 

17. An isolated TNF-gamma polypeptide comprising an amino acid 
sequence at least 95% identical to a sequence selected from the group consisting of: 

(a) the amino acid seqilbnce of the full-length TNF-gamma polypeptide having 
the complete amino acid sequence shown in SEQ ID NO:2 (i.e., positions -27 to 147 
of SEQ ID NO:2); 

(b) the amino acid sequeAce of the full-length TNF-gamma polypeptide having 
the complete amino acid sequencb shown in SEQ ID NO:2 excepting the N-terminal 
methionine (i.e., positions -26 to 147 of SEQ ID NO:2); 

(c) the amino acid sequencb of the predicted mature TNF-gamma polypeptide 
having the amino acid sequence at jWitions 1-147 in SEQ ID NO:2; 

(d) the complete amino a^id \equertpe encoded by the cDN A clone contained in 
the ATCC Deposit No. 75927; 

(e) the complete amiljo^^(Hs€quence excepting the N-terminal methionine 
encoded by the cDNA clone contained in the ATCC Deposit No. 75927; and 

(f) the complete amino acid Sequence of the predicted mature TNF-gamma 
polypeptide encoded by the cDNA cloAe contained in the ATCC Deposit No. 75927. 

18. An isolated antibody that binds specifically to a TNF-gamma 
polypeptide of claim 17. 

Jf 



19. A method for the 



lent of a tumor in a patient comprising: 



administering to the patient the isolated! nucleic acid molecule of claimj^ 

20. A method fpTThe treatment of a tumor in a patient comprising: 
administering to the patien(J^4h€rapeutically effective amount of the TNF-gamma 
polypeptide of claim 17. \ 



21. A method for the t tr; 
comprising: administering to the 
TNF-gamma polypeptide of claim 




tent of Rheumatoid Arthritis in a patient 
therapeutically effective amount of the 
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icleic acid molecule comprising a polynucleotide having a 
95% identical to a sequence selected from the group 



22. An isolated nic 
nucleotide sequence at least 
consisting of: 

(a) a nucleotide sequence encoding the TNF-gamma-beta polypeptide having 
the complete amino acid sequence in SEQ ID NO:20 (i.e., positions 1 to 25 1 of SEQ 
ID NO:20); 

(b) a nucleotide sequence encoding the TNF-gamma-beta polypeptide having 
the complete amino acid sehuence in SEQ ID NO:20 excepting the N-terminal 
methionine (i.e., positions 2 td251 of SEQ ID NO:20); 

(c) a nucleotide sequence encoding the extracellular domain of 
TNF-gamma-beta polypeptide paving the amino acid sequence in SEQ ID NO:20 
shown as positions 62 to 251 oil SEQ ID NO:20; 

(d) a nucleotide sequende encoding the TNF-gamma-beta polypeptide having 
the complete amino acid sequ^rfe encoded by the cDNA clone contained in ATCC 
Deposit No. 203055; 

^ing the TNF-gamma-beta polypeptide having 
the complete amino acid seAuencfe e^epting the N-terminal methionine encoded by the 
cDNA clone contained in AT£€qj6eposit No. 203055; 

(f) a nucleotide sequence encoding the extracelluar domain of the 
TNF-gamma-beta polypeptide having the amino acid sequence encoded by the cDNA 
clone contained in ATCC Deposit No. 203055; and 

(g) a nucleotide sequence complementary to any of the nucleotide sequences in 
(a), (b), (c), (d), (e) or (f), above. 



23. The nuclek\acid molecule of claim 22 wherein said polynucleotide has 
the complete nucleotide sequence in Figures 20A ana~20B (SEQ ID NO: 19). 



24. The nucleic acM molecule of claim 22 wherein said polynucleotide has 
the nucleotide sequence in Fibres 20 A and 20B~TSEQ ID NO: 19) encoding the 
TNF-gamma polypeptide h^virtg the amino acid sequence in positions 1 to 251 of 
SEQ ID NO:20. 



25. The nucleic knd molecule of claim 22 wherein said polynucleotide has 
the nucleotide sequence in Figure! 20 A and 20B (SEQ ID NO: 19) encoding the 
extracellular domain of the TNF-garrtma polypeptide having the amino acid sequence 
from about 62 to about 251 in SEQ IDyNO:20. 
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26. An isolated nhcleic acid molecule comprising a polynucleotide having a 
nucleotide sequence at least \95% identical to a sequence selected from the group 
consisting of: 

(a) a nucleotide sequence encoding a polypeptide comprising the amino 
acid sequence of residues n 4 -2\>l of SEQ ID NO.20, where n 4 is an integer in the 
range of 2 to 246; 

(b) a nucleotide sequence encoding a polypeptide comprising the amino 
acid sequence of residues 1-m 4 ol^SEQ ID NO:20, where m 4 is an integer in the range 
of 6 to 250; 

(c) a nucleotide sequence encoding a polypeptide having the amino acid 
sequence consisting of residues nV-m 4 of SEQ ID NO:20, where n 4 and m 4 are 
integers as defined respectively in (a\ and (b) above; and 

(d) a nucleotide sequence\encoding a polypeptide consisting of a portion of 
the complete TNF-gamma-beta amirip acid sequence encoded by the cDNA clone 
contained in ATCC Deposit No. 203055 wherein said portion excludes from 1 to 
about 246 amino acids from the amino Verminus of said complete amino acid sequence 
encoded by the cDNA clone contained In ATCC Deposit No. 203055; 

(e) a nucleotide sequence encoding a polypeptide consisting of a portion of 
the complete TNF-gamma-beta amino kcid sequence encoded by the cDNA clone 
contained in ATCC Deposit No. 203055\ wherein said portion excludes 1 amino acid 
from the carboxy terminus of said comblete amino acid sequence encoded by the 
cDNA clone contained in ATCC Deposit No. 203055; and 

(f) a nucleotide sequence encokkif^polypeptide consisting of a portion of 
the complete TNF-gamma-beta amino Am sequerice encoded by the cDNA clone 
contained in ATCC Deposit No. 203(355 Aherejti said portion include a combination 
of any of the amino terminal and cart/oxy t^ipihsMo^tions in (d) and (e), above. 

27. The nucleic acid molecule of ilaim 22 wherein said polynucleotide has 
the complete nucleotide sequence of the cDNJ^ clonecontained in ATCC Deposit No. 
203055. 



28. The nucleic acid molecule ofclim 22 wherein said polynucleotide has 
the nucleotide sequence encoding the TNFWmmar-beta polypeptide having the 
complete amino acid sequence excepting the N-terminal methionine encoded by the 
cDNA clone contained in ATCC Deposit No. 203055 
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29. The nucleic kcid molecule of claim 22 wherein said polynucleotide has 
the nucleotide sequence entoding the extracellular^Dmain of the TNF-gamma-beta 
polypeptide having the aminb acid sequence encoded by the cDNA clone contained in 
ATCC Deposit No. 203055.1 

30. An isolated nucleic acid molecule comprising a polynucleotide which 
hybridizes under stringent hybridization conditions to a polynucleotide having a 
nucleotide sequence identical to a nucleotide sequence in (a), (b), (c), (d), (e), (f) or 
(g) of claim 22 wherein saidl polynucleotide which hybridizes does not hybridize 
under stringenr-hybridization \conditions to a polynucleotide having a nucleotide 
sequence consisting of only A Residues or of only T residues. 

31. An isolated nucldc acid molecule comprising a polynucleotide which 
encodes the amino acid sequencelof an epitope-bearing portion of a TNF-gamma-beta 
polypeptide having an amino acid sequence in (a), (b), (c), (d), (e) or (f) of claim 22. 

32. A method for making a recombinant vector comprising inserting an 
isolated nucleic acid molecule of claim 22 into a vector. 

33 . A recombinant v^ctqr produced by the method of claim 32. 

34. A method of baking recombinant host cell comprising introducing 
the recombinant vector of claimSj into a host cell. 

35. A recombinant host cell produced by the method of claim 34. 



36. A recombinant method For producing a TNF-gamma-beta polypeptide, 
comprising culturing the recombinant hbst cell of claim 35 under conditions such that 
said polypeptide is expressed and recovering said polypeptide. 



37. An isolated TNF 
sequence at least 95% identica 

(a) the amino acid seq 
having the complete amino acid 1 
to 251 of SEQ ID NO:20); 




La-beta polypeptide comprising an amino acid 
[uence selected from the group consisting of: 

the full-length TNF-gamma-beta polypeptide 
ce shown in SEQ ID NO:20 (i.e., positions 1 
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(b) the amino acid sequence of the full-length TNF-gamma-beta polypeptide 
having the complete amino acid sequence shown in SEQ ID NO.20 excepting the N- 
terminal methionine (i.e., positions 2 to 251 of SEQ ID NO:20); 

(c) the amino acid sequence of the predicted extracellular domain of the 
TNF-gamma-beta polypeptide havhlg the amino acid sequence at positions 62-251 in 
SEQ ID NO:20; 

(d) the complete amino acid ^equence encoded by the cDNA clone contained in 
the ATCC Deposit No. 203055; 

(e) the complete amino acidl sequence excepting the N-terminal methionine 
encoded by the cDNA clone contained in the ATCC Deposit No. 203055; and 

(f) the complete amino acid sequence of the predicted extracellular domain of 
the TNF-gamma-beta polypeptide enc^de^by the cDNA clone contained in the ATCC 
Deposit No. 203055. 



38. An isolated antibcj 
polypeptide of claim 37. 



iyLth^t binds specifically to a TNF-gamma 



39. A method for the treatment of a tumor in a patient comprising: 
administering to the patient the isolated hucleic acid molecule of claim 22 . 

40. A method fai-the treatment of a tumor in a patient comprising: 
administering to the patient(aLherapeutically effective amount of the TNF-gamma 
polypeptide of claim 37. 



41. A method for Ithe treatment of Rheumatoid Arthritis in a patient 
comprising: administering to\t^patient a therapeutically effective amount of the 
TNF-gamma polypeptide of cl£ 



37. 



